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Dear Sir: 

Applicants hereby submit this Petition to the Director under 37 C.F.R. § 1.181, 
respectfully requesting withdrawal of the finality of the April 23, 2010, office action. It is 
submitted that the finality of this office action is premature and that this petition should be 
granted. See Manual of Patent Examining Procedure ("MPEP") §§ 706.07(c), 706.07(d). 

Statement of the Facts 

With the June 15, 2009, non-final office action, the U.S. Patent and Trademark 
Office ("PTO") rejected claims 24 and 44 under 35 U.S.C. § 103(a) for obviousness over 
WO 03/024446 to Yamamoto ("Yamamoto")(attached hereto as Exhibit A) as evidenced by 
the Medilexicon medical dictionary 

( http://www.medilexicon.com/medicaldictionary.php?t= 13063 ) in view of U.S. Patent 
No. 5,462,946 to Mitchell. 

At page 4 of the June 1 5, 2009, non-final office action, the PTO recited the 
purported teachings of Yamamoto, which included definitions of R 1 , R 2 , and R 3 of formula I. 
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Yamamoto is published entirely in Japanese, with the exception of the abstract. The abstract 
of Yamamoto does not include any definitions of R 1 , R 2 , and R 3 of formula L 

Applicants submitted a Request for Reconsideration on December 15, 2009, 
which stated, in pertinent part, that "the PTO relies on more than the English translation of 
the abstract of Yamamoto (i.e., the descriptions of R 1 , R 2 , and R 3 that are not found in the 
abstract), and the PTO has not provided a translation of the full text of Yamamoto." Further, 
as noted in the Request for Reconsideration, it was unclear if Yamamoto taught what the PTO 
asserted that it taught and, for this reason alone, this rejection was improper. 

The next office action, mailed on April 23, 2010, was made final, and included 
a copy of a computer translation of Yamamoto. At page 2 of the office action, the PTO 
states: 

Applicant argues that more than just the English translation of the 
abstract of the Yamamoto reference is relied upon. In response to this 
argument, Examiner has included a computer translation of the Yamamoto 
reference. 

Argument 

The MPEP § 706.02 states (emphasis added): 

When an abstract is used to support a rejection, the evidence relied 
upon is the facts contained in the abstract, not additional facts that may be 
contained in the underlying full text document. Citation of and reliance upon 
an abstract without citation of and reliance upon the underlying scientific 
document is generally inappropriate where both the abstract and the 
underlying document are prior art. See Ex parte Jones, 62 USPQ2d 1 206, 
1208 (Bd. Pat App. & Inter. 2001) (unpublished). 

To determine whether both the abstract and the underlying document 
are prior art, a copy of the underlying document must be obtained and 
analyzed. If the document is in a language other than English and the 
examiner seeks to rely on that document, a translation must be obtained so 
that the record is clear as to the precise facts the examiner is relying upon 
in support of the rejection. 

It is clear that the June 1 5, 2009, non-final office action did not comply with 
the provisions of MPEP § 706.02. That action only provided applicants with a copy of 
Yamamoto which was entirely in Japanese except for the English language abstract. 
However, it is apparent from the June 15, 2009, non-final office action that the examiner was 
relying on more than just the English language abstract of this reference. In particular, in 
referring to substituents of a chemical structure, which are nowhere to be found in the 
abstract of Yamamoto, it is clear that the examiner was referring to either the Japanese text of 
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this reference and/or an English language translation of it. However, by not providing such a 
translation, the June 15, 2009, office action not only failed to comply with MPEP § 706.02, 
but deprived applicants of an opportunity to fully understand Yamamoto and respond to that 
office action. 

To the extent that the examiner disregarded the requirements of MPEP 
§ 706.02 and relied on Japanese language passages of Yamamoto or an unprovided English 
language translation of it, the June 15, 2009, office action was a nullity. When the examiner 
finally provided applicants with the requisite translation of Yamamoto together with the 
April 23, 2010, final office action, he was, in essence, making a new ground of rejection — 
i.e., the second action provided required information which was not included with the first 
office action. A final rejection with such new grounds of rejection not necessitated by 
applicants' amendments to the claims or an information disclosure statement is not proper. 
See MPEP § 706.07(a). 

Action Requested 

Since the April 23, 2010, office action contained a new ground of rejection 
based on newly cited art (i.e., the English translation of Yamamoto), that action should not 
have been made final. Since the finality of the April 23, 2010, office action was premature, it 
should be withdrawn pursuant to MPEP § 706.07(a). 

It is believed that no fee is required for this petition, However, the 
Commissioner or Director is hereby authorized to charge any requisite fees to Deposit 
Account No. 14-1138. 

Respectfully submitted, 



Date: June 23,2010 /Michael L. Goldman/ 

Michael L. Goldman 
Registration No. 30,727 

NIXON PEABODY LLP 
1100 Clinton Square 
Rochester, New York 14604 
Telephone: (585)263-1304 
Facsimile: (585)263-1600 
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(43) SfS^BBB 
2003 *f-3 R27 B (27.03.2003) 




PCT 



i mi imn it iiiii inn mi 1 11 m iim nil urn iim ieiii mi iiiii mi mi i 

(10) SIS^MS^ 
WO 03/024446 Al 



(51) BBttfr#S 7 : A61K 31/4152, A6IP 1/16, 3/10, 7/04, 
9/00, 43/00, G01N 33/48, C07D 231/26 



(21) m&mmm^: 

(22) SKmSIB: 

(25) m^mmco^m: 

(26) B»**B0>«B: 



PCT/JP02/09087 



2002 ^9 f\6 B (06.09.2002) 



(30) 



*#|g2001 -275466 
«fi$200 1-275467 



H*B 



2001 *9fll1 0(11.09.2001) JP 
2001 ^9^11 B (1 1.09.2001) JP 



(71) fflBA f#B*l&< £T<Z>«£Hrcoi>-c;: HS 
-!;iil/77- V tfc 5t £ t± (MITSUBISHI PHARMA 
CORPORATION) [JP/JP]; T 541-0046 Al&Jfr ^BSrfT 
* *K ¥»»T 2TI619^ Osaka (JP). 

(72) fccfctf 

(75) «w#/ai«Ar*Bf=^^ra>^;: oj*iie»:(ya- 

MAMOTO,Yorihiro) [JP/JP]; T 167-0031 M^fP 42 3£ 

E*^?S3-3 4-3 8-10 7 Tokyo (JP). ** 

1- (TAKAHASHI,Chizuko) [JP/JP]; T 103-8405 SCStfP 

T^iC^tt KS^ttft Tokyo (JP). mm. ft® (WATAN- 
ABE,Kazutoshi) [JP/JP]; =f 103-8405 B 
*i*lT = TS2t6*=i')i;^7-^l»a 
^±ISM^ Tokyo (JP). 



(74) ttJSA: »»*«aA»lt»l»m^^X(SIKS& 

co.); t 104-0031 StfU-T @ amm 

B m tf rt* 8 m Tokyo (JP). 

(81) Jgffi B (S Pfy: AE, AG, AL, AM, AT, AU, AZ, BA, BB, 
BG, BR, BY, BZ, CA, CH, CN, CO, CR, CU, CZ, DE, DK, 
DM, DZ, EC, EE, ES, FI, GB, GD, GE, GH, GM, HR, HU, 
ID, 1L, IN, IS, JP, KE, KG, KR, KZ, LC, LK, LR, LS, LT, 
LU, LV, MA, MD, MG, MK, MN, MW, MX, MZ, NO, NZ, 
OM, PH, PL, PT, RO, RU, SD, SE, SG, SI, SK, SL, TJ, TM, 
TN, TR, TT, TZ 5 UA, UG, US, UZ, VC } VN, YU, ZA, ZM, 

zw. 

(84) }g£B ARIPO (GH, GM, KE, LS, MW, 

MZ, SD, SL, SZ, TZ, UG, ZM, ZW), i — =7 
(AM, AZ, BY, KG, KZ, MD, RU, TJ, TM), 3 — P V /\° 
4#!*F (AT, BE, BG, CH, CY, CZ, DE, DK, EE, E$, Fl, FR, 
GB, GR, IE, IT, LU, MC, NL, PT, SE, SK, TR), OAPf 
fr (BF, BJ, CF, CG, CI, CM, GA, GN, GQ, GW, ML, MR, 
NE, SN, TD, TG). 



Nj4.17lca^-r**i[r: 

t*^ro#^B^fca6<D^jizfte,ft^W^xi*«f 



2 3c*=i— K&tftetf)l§f§lzo^TI;*. 5£#!iEfT£*i,£ 



= (54) Title: OXIDATION STRESS INHIBITOR AND METHOD OF MEASURING OXIDATION STRESS 
(54) $£fEtf)«lfc: SMtX KUXfllMfH&AtMtlbX hL/X<OB**3* 

(57) Abstract: It is intended to provide an oxidation stress inhibitor containing as the active ingredient a pyrazolone derivative 
represented by the formula (I) as defined in the description or its pharmaceutical ly acceptable salt; and a method of measuring ox- 
idation stress characterized by using a monounsaturated fatty acid, ubiquinone- 10 or cholesterol ester hydroperoxide in the plasma 
as a marker, a clinical examination method a method of evaluating a drug. The above-mentioned drug is useful as a preventive/a 
21 remedy for various oxidation stress diseases (for example, ischemic diseases and various diseases depending thereon, namely, cere- 
^ brovascular diseases such as brain infarction and brain attack, brain hypofunction and vascular dementia caused thereby, various 
fs| brain diseases in association with aging such as cerebrovascular tissue lesion, various peripheral circulatory disorders based on car- 
^£ diomuscuiar ischemia such as cardiomuscular infarction and heart failure, liver failure, and diabetes). The above-mentioned method 
^ of measuring oxidation stress makes it possible to accurately and quantitatively measure oxidation stress, which makes it applicable 
to clinical examinations and evaluation of drugs. 
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/l^^^^ (16:0) tfV<Vl^ ftWVS(16: 1) — ^^b^WrrSo 
$ b^SI'fb^ M^tfS/GiiiU M^^Ef-SSt, ;DP*#^iNli;aMttg\ ilo 

(^W^M (18 : 1) % psJ-Wf ^Bfc (16 : 1)) C0f!H^#^ 
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- l otfc5„ j-tf^/— /v- i o \im-m.mz.^}f*c; y-io ^Sfe-fb^ttsfc 
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^8(18:1) h^"W>-m (16 : 1)) ©fcteSrW&LfcJUJI^ 

t? *WH*-e«iH-STIB5<: (i) -e^^t? 
(i) -e^^s t^y^^fi^^^ti^^Ttii-rs^'fb^ bv^*«nw-r« 

(18 : 1) Rt^Vl^ h^-\^4^m (16 : 1)), ^tf^V >- 1 OWaW 

/w^Tvvt k»^v^*> w^rfli"e*>*r. b*mffitz>hwhz> 0 

SPt>> TIE^C (I) -T^StLStf^o^^xtS^ez)^ 

^/^FI&fnflgJM (flPfc, ^W^Sfc (18 : l) Xtf/Xtt'"*^ h^WV 
i (16 : 1)), ^tf3V ^- 1 O&UVXtes l^fo— Aoc*^/Hs K 13 ^ 
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5(©T^3^^ % ^^ifcl~3(^fc Kd^ixT^^/^ 3«»C2~5Z>T 

^/k#^^/^ N ^T/m, *is, - hoi, r^y&& 

t*Tir hT5 Ki^t/^^blimS^-f L< 1 ~ 3 m<DWmM 

W^ilt, £?H;L<«, ^ (I) Ki^v^T, RM^Jjttfci-scoTVi- 

5©7^^^r^;^;H, ^^l~3cor/^^r^y/^y°hS s ^Wcl 
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-1 OXtt^i/^f n^x^r^t Fn^/vt^r^ K %2aiJ£U ^<D 

2 ~ 5 ©7^3^^*^^=;^^* 1~3 C7>T/^7I^ ^iozf bM, 
^*tl~4©7;^7 5 7l, i^il!2~8©^7/VW5yS, ap 

~3fi©fM«^iifc7xx;Hf&5 0 ^ (I) ^$ti5t°7/n^ 

2-t°7/y ^- 5 -^-i^jL\-%^(DWt^m\z.f^^fh^m.x^^ 0 
z> tmmzHit&mzMv, en t^^sfyyoyiMiwo 

6 



WO 03/024446 



PCT/JP02/09087 



Elltt, J&Jt^tfWl'^ h*"\"(>WL (16 : 1) OfiJ^cO^^^b^^-T 
IS 2 ft, jfciW^W^gl (18:1) (Dflj#0^^-fb^i-^^ -7~Q 
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5S: (i) x^£3n%ik&mte, SAT(D&: (i * ) xw: ( i ") -e^$tts«3t^ 

t 9 5 S 0 ffiot, ( I 5 ) Xtt ( I ") t 5-fb#*t»*5fiW<0^r3» 
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( F) (I") 

R 1 <Dfem\Z *3 »t 5 i&^HSfc 3~6 OT/l'a^^^^T/U * t Ltlt 

p-^oa7xn;^;^7M, p-t Kpafi/7x^;^7 , fS^ 

R 2 ^t^R 3 ^^^*5H"S^^I^ 1~3 cot Kn^i/T^/vIiUttt, t 
Kn^f^ f/v£, 2— t Kn^r ^xf;vS, 3 - 1 Fp^p tf/ugS? # ^ if 
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turn ^ h ^-v^^m, -^n^^^m, ^y^^s, 

v'S, ^^/^*'>aW^#W fe*K M^*^:2~5 «T/v=idf 

tLTJt, ? h*i/%Jlsy$~/l/M, ^b*ri/3J/istf~/UMs ^ntf*i-isj&A>&=i 

3-^^/U— r-7x^-2-t"7yy >--5~^->- 

3 — j*^/!"— 1- (2-yf/V7x^;V) — 2 — tf^ j/y ^— 5— 

3 — ^^-/1^-1- — -2 — tr^yy ^—5-^-^ 

3 — ^5vu— l- (4-^f^7a:=;v) - 2- tf^/y 5 -a-V' 

(3, 4-^f/U7x=;U) -2-t°^y'y 

l- - 3 -^^/u— 2- tf^yy i^- 

3— ^^/V— 1- (4— 7*13 lf;U7x=;U) - 2 - V V X- 5 — jj-^ 
1- (4 —^^-;V7zc^;V) ~Z—*=f-;v-2 — tf^^y >--5-^V 

— 

1- (4 - h y p{ f^7i=/V) -3-^^-2-^7/^-5 

— 

l- ( 2 — * y^*/-? =c~;V) — 3 — "f-jv— 2 — t'^y y 5 — ^-^ 

1- (3-^ b^r^7x^) - 3 — *?-A"- 2 - t°^i/y 5 
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1- (4 -j* h^^7i-/V) -3-^f/W2~tf9 , /!J>'-5-ty 

1- (3, 4-->M h*i/7^~M — 3 — ^^Vl— 2 — tf^Vy ^— 5 -Or 

Is 

3- ^5vv- 1- (4-^ci^7i=.;V) -2-t 0 7/yy-5-t^ 
1 - (4-^h^7x=A-) -3-^f;V-2-tf7/^-5-tV 
1- (2-7Pn7i^) -3-^^-2-^7^11^-5-^ 
1- (3-^na^^^/!^) -3-^f^-2-t°77'!Jy-5-ty 

1 — (4-? n n7x^) - 3-^^/V— 2 - fcT^j/ U ^- 5 -^"^ 

1- (3, 4-^OP7xii;l/) -3-^f^-2~-t a 7yyy-5-t^ 

1- (4— 70^7x^1/) -3-^f/W-2-lf7 , /y>'-5-^ 

1- (4- vVl^u^^— /W) -3-^tM^— 2 — If^V^y X— 5— ^">- 

1- (3-^C2C3-4-^^/^7^^/U) - 3 -p« ?VW— 2 - V is— 5 

1- (3 b^^^/lx) -3-^^~2~t"7y'!Jy-5- 

1- (4-^f/v^;v*7h7x-;v) - 3 2 - t?5? y* V is— 5 - 

4- (3-^^/v— 5 -t^y- 2- bf ^ yy 1 

— 

1- (4-^bP7i-/V) -3-^7 v /V-2-f7^yy-5-ty 

3 — j^v— ! _ :7 . r ,-^_ 2 - t°^y*y 5 — 

1 -7x^;V- 3 -^n fcW- 2-tf^y y 5 

1, 3-v ! 7x^-2-t , 7/!Jy-5-ty 

3— 7x=;W- 1- (p-MJ/V) — 2 — fc°9>^y y— 5— 

1- (4-;* b^v-^^^/V) -3— 7rc=/W-2-tf^yy i/-5-^-^ 
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1- (4-^nn7x^/V) — 3 — Z7^z=->v— 2 — V— 5 —Hr'y 

3, 1 — T^—zV- 2 — t*^y V 5 -^-^ 

4 f y^tf-jV— ?>—^=f-jV— 1 -7s^;V- 2-t°7^y 5— sf-v 

4- (2-t Kndf-i/xf/i/) -3-^f^-l-7x=;V-2-fc"7 , /y> / 
- 5-^*>- 

3 — p< TvV— 4 — -73lJ $riy— 1 -^^—/l^- 2 - tf^y y — 5 — ;**>' 

3 f-fv— A — -7^~7v*>\<%-?y— i — 2- tr^y y ^- 5 - 

3, 3' , 4, 5, 6, Ka-2-7x^-2H-^fyyy^ 

1—7 2 — t°^y y "y— 5 -^-^ 
3— ^tw- 2-t°^yy x— 5-^-^ 

1 , 3 - 2 - If 9 ^ y >— 5 -^"V 

1 — a^/V— 3 — ^ ^/V— 2 — t 1 ?/ V *S — 5 — 

1— 2 — tf^yy ^-5-^->- 

1 - v-^ p/s^>>^- 3 — 9vV- 2-t'7/l) 5 — 

1 -^-yifjv— 3 -y-^/W— 2-t°7yy >~ 5 —;*-:> 

1- (a-^-^^I^) -3— y^A— 2-fc^y V l/~5-$-y 

1-^^-3-71=^- 2-tr^yy x— 5— ^-v 

3— ^^/W— 1— (4-^;V7i=;v) -2-t°^yy ^- 5— aj-^ 
1- (4-7*f/W7x=/U) - 3-^^-2 -tf^yy X-5 

1- (4-^ ^V7x=;v) -3-^^-2-t°7/y 

1— (4 b^rv"7^-/l-) -3-^f;l'-2-t'7y'y>'-5-ty 
1- (4-^pa7x=/V) — 3 — ^ ^/l— 2 — fc?9 y y > — 5— 3rls 
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1- (4-tKn^7i=;i') - 3-^^-2-1:7/^-5-^^ 
1- (3, 4-^tFP^7i=/l/) — 3 2 — \fy / V y— 5 - 

1- (2-tFP d fv/7x^) y— 5-^y 

1- (3 — t Ko^iX^ji^/V) -3-^f;v-2-f7y!)^-5-ty 

1- (4-t Ko^7x=;W) - 3 ^v— 2 - V y- 5 -a-v 

1- (3, 4-t Kb^7*s/W) -3-^f;V-2-tf7/Py-5-t 

y 

1- (4-t Kn^r-^^cc^.^) - 3-7x^-2-t°7/!)y-5-ty 

1- (4-tKD^f^^7x-/V) - 3-^f/U-2-f7> / y^-5- 

1- (4-7^77^^) -3-^^/V— 2-t°yyy ^— 5 -sty 

1- (4-^W^7x^) -3-7f^-2-t77!)>'-5-ty 

1- (4-xf;k7^7 7x^) -3-^^-2-^/^-5-^ 

1- (4-7*f^7 5 7 7x=;l/) - 3 - ^ 9vl— 2 - If 9 V V >— 5 — 

1- (4-^W5 7 7x=;V) -3-^^-2-1^77*!) 

y 

1- (7th75K7i=/w) - 3 — ^^-/V— 2 - tf^y y 5 —Ory 

1- (4-"77;7x=;V) -3-^f;W-2-e?/P^-5-ty 

f*vwt* T7s^jv\?ywt, ?^ym, f-y^m. — = 

^^H, ?B^iM|StfD#aM»fc©ift ; h y 7A N 7J y VJ±m<DT/v-% D4tmt<D 

*/i'^7^^©7;^ y ±3^fe J| £ ; 77^=7, by 
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lOOmg/kg • P „ L < ft 0. l~10mg/kg • Hl?fc^ gP^4t l~200mg/kg • 

^ U< tt 5~20mg/kg • 0t?fe5 o ±SSS^-*«1 0 1~3M4t5® 

iiEg^-ste, ^-m, mm. mm- x k> m^mtL-rz z.t& 
ms^6«js.ti«si^iwtcfF^u5 zmnmt lt« s *a*.wr> 

##Jfc^b^«^iij£!U ^s&fb&k pHM£ij s SS^-f^iK PS^t^fj. ^tm^J 
-tr/na-x^ ^y tr=t/vtra y k^, Xtt*?^*©**^ ; ^frjjyiv 
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X, SEIfjflU SSLMlk «Js j&&B£Jfc3!L tt*!iK!fti|Jtjtt*ifSriH|-t-* 

itms. -bSE^^; (i) ^-fb^^^^ti-5Mf*WJ CM 

(II) ^KtctSSfe^ b\y^(DM^m 

^mKiS^Xti, 3rV>4^M (18:1) ^X^/V^ h^W^gt (16 : 

8:1) $.1^/!^ f^W^Bfe (16 : 1) ft ^©^7 ^SfPfltJWs 3.fc*=3f 

^W^Ifc (18 : 1) RTf/Vl<>$ b*\"C>Ht (16 : 1) ttZOtStt 
i^^J^fis 'fe^mW'?v*V?9'7j (HPLC) ^JfoWo?h^77 
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(3 Aim. 3. 3cmX4. 6mm i. d. , Supelco) + pkb-100#5 ? ^ (5 n m, 25cmX4. 6mm 

i.d., supeico) *ifSr^-e#, ^mmti^xn, MJUf, r±b~bV/W* 

— /V/zfc=17. 5/65. 0/17. 5(v/v/v)lrlV>5r t^tf 5 0 $f&3if3#!i&k^ 1.5 

1 0 coH^clte:, *?AtU^-K*5A2* (Type Supelguard LC-ABZ, 5 
Ainu 50X4. 6mm i. d. N Supelco) +5>#T7J ; 7-k (Type Supelcosil LC-8 S 5^1^ 
250X4. 6mm i. d. , Supelco) +M^y^ (Type RC-10-1, Irica) ftif&tiZMl? 

LTft,ix:il^ ^/ — /iVtert-^^VVT/l^— 8 5/1 5 (v 
/v) (5 OmMigm^^- h y !7A£^tr) SrJlV^ilttfS-et, Sfftg: o. 8 
ml/^tt5rHK^5„ $e>^> ni/^rn»;v«f;vtKn^/m 
v- ^#f#7Ai: L~C (Type Beckman LC-8, 5fim, 250 X 4. 6mm i. d. ) 

T?^ Wliltil ^ 7V/tert-^/WT/V = — /W- 

= 19/1 (v/v)SrfflV^S^ fctf*"?^ ^MOM : 1 . 0ml /£\ {b^ 
3§»JCDM : 1. 5ml/^iU <b^f§^&^ffiV>7tfiJM^y w b?9 

-So 

sfet^-rs^v^ b^w^g^w^ (%i6 : ik temzmmmmffimztt-rz 

tWytcoK^ (%18 : l) &2B!tf&r5o 
-hxBLfc^ScKJ: D# 6^-5^-1^^ X** (18 : 1) RXf^/ls^ b^U-C^m 
(16 : 1) t£¥(D^J 7f$mU$iftjWL, m*\Z.z*-\?*c / >- 1 OWaV^fn 
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mt* hv* lei 9 IMS, ^TXMMi-S^co^^^-W^Tt^WlBJb, ^: 
**^;v- l ^=-jv- 2 - \? v V >— 5 - jrisxittOM^ftteff-mZtiZ) 

-a-^J : 3 1 -7x=/W- 2 - tf^yy X- 5 -^V (J^Ts 

ai^y — ;W5 0m 1 fU^Ti? bfjsggai^vH 3. 0 g&t)«7xs^t 
10. 3^jl^Wbfc 0 S^4rSfe?&«, «fWUfc3te**5Bt 

u ^ / -/w =£ d w^a ut, mm<Dfc-&w 1 1 . 3 g &m&%i& t \^xmtz. 0 

tft^B 6 7% 

127. 5 — 128. 5°C 

i . 
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7 51t^©Crj:CD(SD)*|tt7sy h (Af^ffl : 197. 8~228. 8g N 
y^-*^t±) 3r50H5|gAU 5 Bra£Ajb(D^®iKb»!W^— «^tt©«*f3& 
TWfiillje£ J fTi\ J*##fc<j|Wlfc#:aa»«r****-:: fcSrJWBLfcfc, 8 Mft 

-es^^^L^o i-^-rcoiti^^, 24±2°c, mm 55+10%, m^sm 13 

2. m,mm<DWj$ 

w^bfe^itL, mmmRxm^m (sham oP e) 

3. MCA (^^ftUlR) fflmWMM*7 s si'<DftM 

mwiffiRTfift-msbm&m&& (5^-) -e^&bfco wv-y ^-f 

fyf7°VyU ^-f ^A-SlfS) £r L 19mm (D-ff: £ l^-gOlfr Ufc 4 -^©+-Y P 

^) S\ ^IBlifRil^OTMcD^WJ; >9#AU, MCA £i«L7c 0 MCA 2 

s^^^^^-^^fe^ n mca (Djkm^nmm^ftLo mca m 30 m 
mmiz o v > x it \z mm vx&wimmm&.xmm®m <D^-^xmmvtc 0 

^m^(DfeUmW&ftot^\^^M\My*v-- ~f (PHYSITEMP INSTRUMENTS Inc. 

rat-12) ^miirt^ffAbTfe^, m$i& i &(DftM.&&mv?t 0 itm&T&jLb 

4. 

MCA IflSMiiH:^ 3mg/kg © 3 - ? <3~JV- 1 - 7 -/V- 2-t°^yy^-5 
-^-^^ 1. OmL/body/h ©tit 30 £frlj A (1 SrfrV\ 6 B#[BI 

t^tt-effS 30 5>IB]©j|itX (2 &fir ofc 0 0 J; 9 , ^fu 
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10 R#$lU^F^ 16 y7a-i?3 l/tft/y (KD SCIENTIFIC, 10 ag infusion 

pump 230) SrjlV>X 3mg/kg <D 3 — ffsl'— 1 — 2 — tfy:/ U V- 5 - 

^-^^r 1. OmL/body/h £>3&ft-C 1 0 2 HI 30 ^Bgo^aA^liSI 13 0 |RJ?Tofc 0 

0S©^3-^f^-l-7 3 :=^-2-lf9 , /!J ^- S-^fcJS^U 2 HI 

5. ^Jk 

MCAM^fir, fflmnMm&, 1, 2, 3, 5, z&itMo 0 1© 1 [gigco^# 

MfeMtFM B SO^fff 10 J: i/^MLfc lmL S^P ^^^V>-C.^# 

Tl»/^bJfc«^ 0. 3mL SHU 3000rpnu 10 #Wjt>i> VXSkM&frM. Lfc 0 

35fti**T3Ki-80 < Ci;:T^^#bfeo 

6. M^MMo^Si^S 

12. 5,uM (D-wlstf!) >m (13:0. W^PO 3rg-*>200/t 1 -W3r N 
50a 1 <DJkmtel)Hx.3:<mmVfc&, 3fri>£ltltLfc (12, OOOrpnu 3 _bM 50 
H 1 ©M^li^lK«,2mg/m 1 <D*?S jT-y*sAsjj ^<Di?* 
f^*/VA7? K*&Jfc50/z 1 £ 1 m 1 <OUTJ V ^v^^A^O^O ^PflBf 

A :t^f/^7^ (3 jx m N 3. 3cmX4. 6mm i. d. „ Supelco) +pkb-100 A 
7 J* (5/iM, 25cm X 4. 6mm i. d. N Supelco) 
^»*B : Tir hV'W* 9 / — /lVzfc=17. 5/65. 0/17. 5(v/v/v) 
fflSt : 1. 5mi /£• 
*7ASS : 40^C 
m^^tt5»®^ft : 320nm 
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<tem • mm) 

Hirt, jtjRtfo^A'? F^-wyss (i6 : i) <DW\&(Dmm&)&fc$:^i- 

^77T?S>5, h^Wf ^Bfc (16:1) C0fiJ^^% 

16:liS»-T^ 0 I31^*5V>T. 10 0 ||Ji*>lt5%16 : 1 ©ttlrSfli: tt, 
mt<D-gfrm (%) lr^7 7©I«|^U B»^77©i«||^t. 

!§j2fi, jfojttf ©^W^Ifc (18:1) CDm^^m^m^t^^ir^^-y-Ts 

fe5o nwi^^s-^-rs^-^^^m^w-^^rois : 1 t^»i-§ 0 ioei 

K*5tf5%18 :1 <Dm%^mt LT, (%) £^:7cD»^U 

H¥fi©7y hT15, h^W^Bfc (16 : 1) ^WW^M (1 

8 : 1) <Dm&\Z±%te&WjfZJLlbtlt£7!)><>1t 0 Lrf»U WCy^m 
MCAM»-|fMji^l~5 BffW^ p^WfH* (16 : 1) 

-r^m (is : i) (Dm-ert^m^g-i^ zcomom^ b \y^%m^^ 
tifn 0 — 3 i -7as^- 2 -tf^y y ^- 5 

btW^(16:l) WtKXl (18:1) <£>#J£^ 

t m j: 5 kiis t Ay ir^^-r ,Mmm t im. LxmMKmm § frit* 

tie: J: t) J9g$ £#^-5 r k^^t^> 0 

mMM2 : ^fcf'dry ^- 1 0 (CoQ-10) ©^i£t 

shtemnmi tmmzftiito ^-tf^/v-io (coq-io oa-mssE: 
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2 5 0 n 1 CD cold ^ 9 S —frb 5 0 0 /il© cold ^^rl^^r, 5 0 fi 1 cDil^ 
£^Px.J;<^nUfcfL iS^ltbfc (lO.OOOg, 3&m, 4°C) 0 

(0. 5 ml (Djkm\mm) tem^MzmMWi*? n-7f^7>f tea A U 

(CoQ-10) Jfc^fS^fc. MSt^D-7f^77^^ 

#■7^ : ^f"K*7A2* (Type Supelguard LC-ABZ^ 50X4.6 mm i. d. ^ 

Supelco) +^lf# ; 7^ (Type Supelcosil LC-8 N 5,unk 250 X 4. 6 mm i. d. „ Supelco) 
+ Mtu^^^ (Type RC-10-K Irica) 

: * ? /—^/tert-^?-;VT/V^ -^=85/15 (v/ v ) (50mMil»m 

#fE3g : 0. 8 ml/fr 

&m : mmt^mm^mmi^ +eoo m v 
(mm 

3 ^-r 0 

(o/ D ) §:^7 7©tt(^U 0^^^7^««i^i-o 
^^_h#L, N r^Wtf^fb* h uxjzm&Tii&iZtilto — 2f n 3 i - 
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: =2 U^y^U—jU^^y^/UH Ko^t^^ F (CE-00H) coMfe 

IWtLtI«2ml ^7^#^PM£lJ-efc<5 2, 2 '-T/lfX (2, 
4-^f;V-/^n=MJ^) (AMVN) (fp^Utt £ 9 If A) £rAMVN 

177. 2mgO>f y^^-;V (^tiUiA) t5mg©?^n/<- 
(^?*^±£VMX) ^5 0 0ml©^^/-;^ 5 0 0ml©^ 
PttfcttMftt (pHIO) ^^M4UC^#U ^M»»L7c 0 

^f&*l — A'/t -if* J — /V-= 1 9/1 (v/v)):l. Oml/^ 

-fb^MJ : 1 . 5ml/^ 
# ^ A 

^•ff # 7 A : Type Beckman LC-8, 5ftm, 250X4. 6mm i. d. 

OS*) 

^jp^m 4 }c^i~ 0 

SBfrlTOiilfcEtffcKl^-C, 3 -pi^/k- 1 -7x 2 - If 9 V V ^- 5 - 

23 



WO 03/024446 



PCT/JP02/09087 



xmmm&*i%o ^m<o^mn, Mm%&mrrzz. tte<m&tet*%m&t 

fete ^ t'yy'p y^f#:©I^tLt©fatt^W^I^^ff|5 

^m^^-f-5«^fe«IOSfilt*Stt}m"C*>S^2 001-275466 
2 0 01-275467 ©PJ|P3*^|B«c© F*»*£T s ffllS^COgfl^ 
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i. ties: (i) ttttstis \*?^vz^m{*JLt**:<oW¥ ! #i\zff&£ti& 



lfc3~6 ©X/l^^>#7^~^T/l^/^£:»L ; R 2 S3. JikifcJJSCiK 
5©7/Vn^S, «l~3©tKP^^7;^S, Mi2~5©7 




(I) 
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H^it 2 ~ 8 © ^7^df ;V7 $ y /M3^>I^ hy7;^n^f;H, 
cDfefe^^Hi: lt*5Cl**e»3 0^*td»te|B«tOiMb^ m^*wi 

8. ^/^g&fnflgM^^ ^Sfe (18 : 1) Rtf/Xtt'Vl'S 
yf (16 : 1) 7 KIBiftOlMb* hV-^©Jf!|^. 
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11.' mt* huxnMfEm&#'?z> tfi^tisiiWbfcttto 



lit 5 ~ 7 © i/ ^ p ^tStSk l ~ 3 <t> t *>TA"¥/nis* 
it/urn, t7f;HXtt^li©, Xfi^ilfgfc 1~5 ©T/t^/i^ l ~ 

5©7/W3^->s N mmmi~3(DK ko^^7^^s, m^^2~5^r 

7W7 5;S, 2 ~ 8 ©i^T^^/WT 5 / X, ^P^Vlf, by 



R 
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13. 5$ (I) Ki^Ts R^^^i-s^T/v^S-rrfc^s R 2 ^tK 



14. ^ (I) ^^nStf^^^^^Xf^^^l-fF^^ttS^ 
3 -*f->V— 1 - 7x^;V-2-t°7/!) X- 5 -^^JLi^fDm^^ff 
W^l 2XS1 3^WB*^fe D 

is. mibx m>*k: x vm^, mffwzmM't-z&B&i&ox^zb^m 



R 2 
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~3(^t Kndfi/7;^;H^L ; $>5V^3\ R ^t/R 2 *I^UtMt 
16. 5£ (I) ^^ttSt^^n^^X^-^^^Wi-ff^^ttSig 
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(i) 

VIII-8-1 
(ii) 
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(iii) 
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INTERNATIONAL SEARCH REPORT 



A> CLASSIFICATION QFlUBJBCT MATTER 

Ifet * CI 7 &6 1K3 1 / 4XS2 , A 61 PI / 1 6 > 
601S3 3/48, CO? 0231/2-6 



3/10, 7/04, a/00, 43/00, 



B , FIELDS SEARCHED 

Xntuel* &§XK> A6IP, C0?d/ G01H33/48 



£ta^m^&t&H* ^arahsd ttthsr than jxxuwtoujh d<xim-*en£a*iOE ti> ex&tot ifcat mvh dacainmrts axe i«clu<k : 4 in $h<? ftaMi ^rch^ 



(STO) , REGISTRY (STK) , ^PIL 



C. 00COMEK1S CONSiO^HO TO BH EBLEV ANT 

Caiega*rv* j Cx U*tfcwof d&curmmi, wfeh inSic&ioii* whm&&ppt®pti&t&t&f ihv ix&wsfrt #m&i&m 
Ltd. ) , 

20 May, 1987 (20.05.87) , 
Claims ; examples 
(Family c none) 

EP 633025 Al [Mitsubishi Chemical Corp,}, 
11 January, 1995 -11 , 01 . 95) , 
Full text.; particularly,. Claim 2 
& JP 7-26765 ^ , £ US 5837723 A 

& 2X27519 Al 

JP 3-21:5425 & {Mitsubishi Kasei Corp. J , 

21 September, 1391 {21* 09. 91}/ 

Claims; page 1 , right column, lines 5 t c> 9? page 2, 
upper left column, line 7 to upper right column, 
line 17 -{Family: none) 



FonhardocumeiJjs axes listed m mnlimmiciti oi Box €> P^tea* family B&fccx. 



1 ■• 6 .< 1^' — i 6 



i~6,I2-XS 



priory date and not m csa&ct with tfi« appiication but siissi a> 

*%* iteminsm of par muter tsteyaaae.; tea .claimed, iiwaas ica c^««oi aa 

sus$> when liift dacumen* a*Kfc« akma 
> vXr &^ntafti »£ ^sttJsavfii f *sJ«V£S«#; taa £&&a«<i iitys ni i tm msmyi bts 

mxnb'w.ti with suras «wr mos* etftsr aiseh 
^mfciaatt b*s*sg t&viaus to a pastou s£&Jts<3 in i£sa an 



w 



dowj^nr uu»s tU& ganxfvt ^Jaic v£ the srt vsh&h & mi 
<iai<? 

ffe^mis raffcrfiug ta an <?k$J <ii^t^re f u^, axh<^i»oa #r ctissr 
nsaaas 

daaua^at pai^is^i piiof so lha iafesmaiia«at filing Mtz baiims 



Data of iha acma[ oampktbr. of Lb^ intamat ioiiaJ' 'sstiich 
0.9 Dec^ber, 2 002 ( OS v 12. 02 J 



Japanese Patent Office 
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FCT/JB02/09G87 




Category* 


CUstiDEt ofikK^aem* witfc ixidjcstka, wfcsrs apfpyopriata, of the rvxevznt passages 




Y 
Y 


EP 249735 &2 (A* Nattermanri & Cle < &ribB) > 
May, 1987 (05,05.87) , 

Page 2* Xiraess 13 to 35; page 5*. liaes IB to 21 1 
I paoo 6> Unas X to 5 
j fi- JB 62-294613 a 

Page l y right eolurart, line f to page 2 e uppor left 

column x line 14; page 4/ upper loft column, line IB 

to upper right col uron, line 2 
! & DE 3SXSS23 A 

WO 99/64424 Al (Takara Shuzo Co*, Ltd*), 
! 16 December^ 1999 (16*12, 99} , 
\ Page 16/ lihea 4 to 13 
| & .1086952 Al 
! Pag* 9, Par. ^o. 10067] 

& AO 4060693 B & OA 2334249 Al 

?fO 99/63341 Al (Kikken- Foods Co., Ltd.}, 
09 Deceraber, 1999 (09, 12 * 99 J , 
Page 12; Ms> 38, 39 
& &P 1032S33 A2 
Page 12; 38, 39 

& m 7455698 B * 2002-517724 A 


i-€ 7 12-16 

1-6, 12-16 

7-11 
12-14 
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htoiu&z they xstete to sublet nrn«er^t«^«|3»d t<s fee b^j^M bj? fps A»tft#n*y ? namely; 



2, Q Oalms Nosi>r 

frerau^ tfcsy rcto k> parts of &e Jntexaatfcwl 4^&»£fet& *M do noteoHijily wftfc the ptt^tei teqpfameQA to such a* 
extent \hM m mmmn^ut mtem&i&nM sswch csa'be esarted out, ^cifjc^y ; 



because they are dfi^f^er ji $m$m md are draf ted j» acco*Ja«ee wiih fca-e sreccwd attii tfc.ud s^&siees of Ktite 



BoxH 01>sea^*Sfc>i*s wfcere wwliy of hwentka & 'teetutag <€$titf»tJaita «f Item 3 of iHrst stoei) 



Document: 1 M? 249735 as (A. TNafctej^xuv & Cle. SMbH} 1987,. OS, OS 
Document; 2 WO 93/63341 .ft! (NIKKSN FOODS Co , , Ltd.. ) 1999.12.09 

The inventions as set f orth in claims 1 to 16 of the present case lave a 
common technical feature relating to ox.idatioa stress. However, there had 
been kmown an invention relating to an oxidation stress agent and an indention 
relating to a method of measuring oxidation stress, as reported in Docn^ente 
1 and 1 Thus, it cannot he considered that the technical feature relating 
to oxidation stress is a technical feature that defines a oontribati on over 
the prior: art, (Continued to extra sheet.) 
.1 QJ As oil required as»iOi3at search •&«« >v&r:e timely p&id by the spp$&am ; &fe xmem»t?»»»l se&sli wpm covm M s^rrimblc 



2. As all sem^&fck siasms : ^e9«q|$!es!il- v?*tittrt»S-«fto«i- jias*f^*»^-«a *«W4ftort»li. fee, this Au&onty dM mi imiW psy 

of any sdd£&>it&$ fee* 

X j™| As o«ly some of &e requtf«<3 isdrftLkaimi search wctc ijmeJy pakifey ispplie^Ms ■ijiten^ot^:.^sr^ iS|KSf.rt-a>vm 
oiiiy ttae dsiiros for ^ dsims Nos,; 



4v [~j No rsq«hed «d^iionai $re«sch 'fte$-were laxnisiy psfti by the app? femt.-£bri^tiraCE> > tM& im&rmliim&i scatt& report i 
x&ttfe&d to'tJ^iavsnfc&a f roewtftfaad Sii to d&irr j£j H is covers** byxMmss Nos 



Eeramk Prwtesi The a*!atu\>fisj search » accompanied by je applicant palest. 

Qj; No. ymmi *c&mpm$4 payment of stfdittoai search te. 
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Such being the case, it cannot be recognized that the inventions 
relating to oxidation stress agents as set forth in claim 1 to 6, the 
inventions relating to methods of evaluating the efficacy of the 
oxidation stress inhibitory effect in case of administering a certain 
drug as set forth in claims 12 to 14 and the inventions relating to drugs 
as set forth in claims 15 and 16, and the inventions relating to methods 
of measuring stress as set forth in claims 7 to 9, the invention relating 
to a clinical examination method as set forth in claim 10 and the invention 
relating to a method of evaluating the efficacy of oxidation stress as 
set forth in claim 11 form a single general inventive concept. 



Forni PCT/TSA/210 (extra sheet) (July 1998) 



B&fflBHt-g- PCT/JP0 2/0908 7 



a. mmom-tzfrwoftm <mnmtt$rm. (ipo ) 

Int. CL 7 A61K 31/4152, A61P 1/16, 3/10, 7/04, 9/00, 43/00, G01N 33/48, C07D 231/26 



mSt&ft^liJktbWIffi (aBWWSMH .(IPC) ) 
Int. CL 7 A61K, A61P, C07D, G01N 33/48 



CAPLUS (STN) , REGISTRY (STN) , WPIL (QUESTED 







HaS-t-5 






t#3fco$£|gco#-^- 


Y 


JP62-108814 A (H^fto£X3fctfc5££?tt) 1987. 05. 20 


1-6, 12-16 








Y 


EP 633025 Al (MITSUBISHI CHEMICAL CORPORATION) 1995.01.11 


1-6, 12-16 










& JP 7-26765 A & US 5837723 A & CA 2127519 Al 





Taj #fcB8iS«>*>5S:itt-CH:/£< t — Jftttftfl^JpSrJT*-*- 
t><o 

:st»s (a*Wt) 
roj psh^^m^ m^m^mR-r^xwn 
rpj ansae sm-e, **oflE5fe«©*3R«>aait*5W« 



<D38J»tf>;fcje>te3lflH*5 fc«o 
tyj ^fcR|jg<DS>a3CitT?s>o-c, yfgfcfcifcttecom 

J: o -c & ft v * b m x. 6, ti 5 1> 



0 9. 12. 0 2 



24. 12.02 



co^»^.tKfc-C5fe 
B*H#ffFJr (ISA/JP) 
1 0 0-8 9 1 5 



4 C 



9 16 6 



mm mm 

f * 03-3581-1101 3 4 5 2 



«APCT/ISA/2 10 (jfi^^-S?) (1 9 9 8^7^) 



pct/jpo2/o 908 7 



c 0K#) . 



X 
Y 



JP 3-215425 A (^fflkfiffisS&mO 1991. 09. 21 

EP 249735 A2(A. Nattermann & Cle. GmbH) 1987.05.05 
&2K$&13~35?t, |j|5W19~21ff, ^6M1~5^T 
& JP62-294613 A (SfS 1 H^ffltJg 6 fr-M 2 H&J:fl(|^14ff, 
^4MfeJi1l^l8tT~*-JiTO2=ft) & DE 3616923 A 

WO 99/64424 Al (TAKARA SHUZO Co. , Ltd) 1999. 12. 16 

f&16Kf&4~13fr 

& EP 1086952 Al (Sf§ 9 H [0067] ) 

& AU 4060699 B & CA 2334249 Al 

WO 99/63341 Al (NIKKEN FOODS Co., Ltd) 1999.12.09 
S?12KNo. 38, 39 

& EP 1032833 A2 (^12HNo38, 39) & AU 7455698 B 
& JP 2002-517724 A 



1-6, 12-16 



1-6, 12-16 



1-6, 12-16 



7-11 
12-14 



«SPCT/ISA/2 10 m2^<~V(Dm%) (1 9 9 8^7/3) 



gfct«#-5§- PCT/J PO 2/0 90 8 7 



ftl8*l3fl (PCT17*(2)(a)) OftSfcJ:!?, ^<OSR«|iac«*}iRoaSte J: Oj»*©«ffl(0-ja5toV^fP 
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